The authors conduct a review of the etiopathogenesis, the main diagnostic methods and the treatment principles in cervicofacial pain. Pain in otorhinolaryngology is a multifactorial symptom, based on the rich innervation and vascularisation of the cephalic extremity. Pain can be of central or peripheral origin, acute and chronic. With the diversification of methods for exploring pain-generating lesions, different treatment protocols could also be achieved.
INTRODUCTION
Pain is an abnormal sensation, with an emotional component, which can be determined by different lesions of the parts of the human body perceived and analyzed by the central nervous system. Painful syndromes can be divided, according to the duration of evolution, in acute or chronic syndromes.
Acute pain, resulting from an accident or surgery, is a signal that informs the brain about the destruction of some tissues or about the presence of certain dangerous stimuli (mechanical, thermal, chemical).
Chronic pain is the presence of long-term pain (more than 3-6 months), as a consequence of secondary changes in the affected organism. In turn, it causes complex, physical and psychosocial changes, with consequences that are hard to bear by the patient. Chronic pain is a factor that can greatly influence the quality of life, all the more so as there is an increase in life expectancy worldwide [1] [2] [3] [4] . In 1986, pain was classified by IASP (The International Association for the Study of Pain) according to the main anatomical regions, including cervico-facial pains 2, 3 . This classification was updated in 1994 and 2004 in five distinct groups, each containing information about localization, causes, associated symptoms, characteristics (onset, duration, intensity), common evolution, complications, diagnosis criteria and treatment. Group I of pains comprises the head and face neuralgias, including idiopathic trigeminal neuralgia, post-herpetic neuralgia and glossopharyngeal neuralgia. Group II includes the craniofacial pain of musculoskeletal origin. Group III comprises pains of dental, sinus, nasal and otic origin. Group IV consists of the so-called "primary cephalalgias", including migraine, "cluster headache", tension or stress headache. Cranio-facial psychogenic pain is part of group V of the IASP classification of pain syndromes.
The classification of pain according to Ganex, from 1997, shows the existence of a nociceptive pain, somatic and visceral, and a non-nociceptive pain, neuropathic and psychogenic 1, 2 .
ETIOPATHOGENESIS
Cervico-cranio-facial pain syndromes may be considered algias if the infectious or tumoral cause is excluded. Thus, two types of pain are described -craniofacial neuralgias and atypical cervico-facial algias.
Cranio-facial neuralgias, functional headaches, comprise both essential neuralgias at the level of the trigeminal nerve, facial nerve, glossopharyngeal nerve, Arnold occipital nerve, superior laryngeal nerve or vidian nerve, as well as symptomatic neuralgias generated by infectious and/or tumoral lesions especially in the regions of the trigeminal and glossopharyngeal nerve.
Cranio-facial algias in the form of cephalalgia may be due to vasomotor disorders of various etiology and localization.
The vascular cause, through angiospasm or of psychogenic nature, can be represented by: migrainous syndrome due to a period of vasoconstriction followed by vasodilation in the external carotid artery; Horton cephalalgia with localization on the superficial temporal branch of the external carotid artery; Sluder's syndrome or sphenopalatine ganglion syndrome; Charlin's syndrome or ciliary ganglion syndrome.
From a semiological point of view, cervico-facial algias are divided into posterior, anterior and anterolateral, median, functional pains or pains due to inflammation or tumors of the cervical region [3] [4] [5] [6] . Atypical cervico-facial algias (neurovascular, causalgias, sympathalgias) are anterior exocranial cephalalgia and posterior exocranial cephalalgia. Anterior exocranial cephalalgia may be caused by lesions of the cranial calotte (skin infections, osteitis) or symptomatic algias determined by various otorhinolaryngological, ophthalmological, stomatological inflammatory or tumoral, traumatic conditions. Thus, in the head and neck region, pain syndromes can be due to rhinosinusal, otological, pharyngeal, laryngeal pathologies.
Posterior exocranial cephalalgia is found under three types of algias: myalgias due to prolonged contraction of the muscles of the neck, with pain at pressure; algias due to the cellulitis of the neck with pain on palpation; algias of the cervical spine by involvement of the cervical sympathetic system, which manifest through radiculalgias in arthroses, Pott disease, arthritis, medullary tumors or vascular-sympathetic syndromes (vertebrobasilar syndrome, Barré-Liéou syndrome).
In cervico-cranio-facial pain syndromes, it is essential to perform a thorough anamnesis and a multidisciplinary examination -ENT, ophthalmological, neurological and dental.
The most common acute pains in the ENT sphere are represented by acute external otitis and otitis media, rhinopharyngitis and angina, representing approximately 35% of the consultations in emergency departments [4] [5] [6] [7] [8] [9] . The pain syndrome is constantly encountered in the neoplastic pathology of the head and neck, more rarely in the early stages, its incidence increasing up to 80% in the evolutionary and terminal stages. A complete evaluation allows to indicate the mechanism responsible for pain due to post-surgical or post-radiochemical nociceptive excess 5 . Another category of cervico-facial pain is represented by vascular algias of the face and the migrainous syndrome. Pain in vascular algias is often very intense, unilateral, usually involving the territory of a branch of the trigeminal nerve, with paroxysmal character and remission periods. Pain crises can be accompanied by vasomotor, ocular disorders, as well as phenomena such as nasal obstruction or facial redness [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] . A very important chapter of chronic cervicofacial pain is represented by cranial nerves disorders and the neurological pathology, the most notable being neuralgia of the trigeminal nerve (V), neuralgia of Arnold's nerve, neuralgia of the facial nerve (VII), neuralgia of the glossopharyngeal nerve (IX), neuralgia of the superior laryngeal nerve (X), neuralgia of the superficial cervical plexus. The trigeminal nerve (V) is the most important pain receptor at the level of the face, the viscerocranium and its associated cavities. The facial nerve (VII) through Wrisberg's intermediate nerve (VII B) ensures the sensitivity of the Ramsay-Hunt area, which includes the posterior part of the tympanic membrane, the posterior and inferior wall of the external auditory meatus and the concha. In this area there are also sensitive fibers that are part of the vagus nerve.
The glossopharyngeal nerve (IX) is a mixed nerve. It has a sensitive function for a part of the pharyngeal mucosa, the Eustachian tube, the middle ear, the tonsillar lodge, the posterior third and the base of the tongue.
The superficial cervical plexus ensures the sensory innervation of the skin of the cervical region (through the anterior cutaneous cervical nerve), of the auricle and mastoid (through the large auricular nerve and the small occipital nerve), of the parotid and retromandibular region (through the small occipital nerve) and of the supra-acromial and supraclavicular region (through the supraclavicular nerve). The vagus nerve (X) contributes to the cervico-facial sensory function through the superior laryngeal nerve innervating the hypopharynx and the larynx [17] [18] [19] [20] [21] [22] [23] [24] . Pain due to an excess of nociception is secondary to peripheral nociceptive stimulation. It is the most common mechanism in acute pain that occurs in a post-traumatic or post-operative context. These pains respond to the treatment of the cause and, generally, are ameliorated by analgesics of class I, such as paracetamol, non-steroidal anti-inflammatory drugs (NSAIDs) or in severe situations by morphine derivatives.
Neuropathic pain originates in a central or peripheral nervous system injury. This pain can occur independently of any somatic lesion. Typically, the topography of pain includes a neurological territory -a trigeminal branch, a nervous terminal branch, a cervical root, etc. These pains hardly respond to classic analgesics, but are more sensitive to the treatment with antidepressants, antiepileptics, local anaesthetics or neurostimulation techniques.
Idiopathic pains are functional, unexplained pains that have a stereotypical picture. Due to these characteristics, diagnoses such as tension headache, glossodynia, myofascial pain can be formulated. The physiopathological mechanism is not known, and the clinical and paraclinical examination does not reveal pathological changes that may explain the symptoms.
Psychogenic pain is triggered by a psychological issue such as a life event, death or an underlying psychopathy (anxiety, anguish, depression). Often, the pain described is evocative for this type of pathology: lush, polymorphic, atypical and variable-over-time description.
Orofacial and cervical pain has different etiology. It can be caused by dental and temporomandibular joint disorders; facial bones disorders; rhinosinusal or pharyngeal disorders; salivary gland disorders (submaxillary, sublingual and parotid). Neurological disorders (trigeminal neuralgia, neuralgia of the glossopharyngeal nerve, of the superior laryngeal nerve, suboccipital or supraorbital neuralgias, etc.), vascular problems that can cause migraine, Horton's superficial temporal arteritis, reflex pain (for example, pain atypical to myocardial infarction with left mandibular reflection) are important causes in the etiopathogenesis of pain syndromes. Psychogenic disorders as well as neoplastic disorders in the ENT sphere are clinical entities potentially generating painful symptoms.
Pain due to otological causes can be generated by affections of the auricle and the external auditory meatus (for example, trauma, hematomas, external otitis, frost and burn injuries, foreign bodies, tumors) or middle ear disorders (acute and chronic suppurative otitis media, trauma with or without injury to the eardrum) 4, 5 . Rhinosinusal pain is determined by the infectoinflammatory or tumoral pathology of the nose or the paranasal sinuses. The etiology of rhinosinusal pain may include conditions such as acute catarrhal rhinosinusitis of viral etiology, acute bacterial suppurative rhinosinusitis (Group A Streptococci, Mycoplasma pneumoniae, Pseudomonas aeruginosa, Haemophilus influenzae) or fungal rhinosinusitis (Candidosis, Aspergillosis).
Local traumatic lesions, produced by contusions, fractures or the presence of intranasal foreign bodies, with the potential consecutive manifestations [6] [7] [8] [9] (septal abscess, septal hematoma) are a cause of pain in the rhinosinusal region that needs to be mentioned. The existence of inflammatory lesions of the nasal pyramid (folliculitis, furunculosis, small fissures and crusted ulcers, Herpes simplex virus, chondritis and osteitis, Herpes Zoster of the trigeminal nerve) manifests by the occurrence of severe, intense painful crises.
DIAGNOSTIC
Diagnosis of orofacial and cervical pain should involve several stages.
A thorough anamnesis that includes the history of the illness and pain should provide detailed information about: the sudden or gradual nature of pain; pain duration and location; the progression of the painful sensation (slow or rapid evolution); the frequency of painful attacks and circadian rhythm; the severity of pain and its association with other vegetative symptoms (such as nausea, vomiting); the coexistence of cardiovascular disorders (myocardial infarction) or favouring factors such as administered medication, stress. Another very important thing is the way and the extent to which pain affects the quality of life.
The clinical examination of the patient should include both the specialized examinations, but also the interdisciplinary examinations of neurology, ophthalmology or rheumatology.
The paraclinical investigations that should be routinely performed in the case of a painful cranio-cervico-facial syndrome are radiological investigations (CT scan, angio-MRI to highlight endocranial or vascular disorders), laboratory tests, biopsy examinations, neurophysiological tests, drug tests (administration of carbamazepine in trigeminal neuralgia or triptans in case of suspicion of a migrainous syndrome) 5,10,11 .
PRINCIPLES OF TREATMENT IN THE CERVICO-FACIAL PAIN SYNDROME
In case of cervico-facial pain, the therapeutic principles should take into account: the nature of pain (acute or chronic), the etiopathogenic mechanisms of pain, the induced or etiological psychoneurotic profile, as well as stress-related adjuvant factors.
The optimal pain therapy should include pharmacological treatment (such as anaesthetics, analgesics, co-analgesics that can potentiate the action of analgesics, para-analgesics), individual psychosocial counselling of the patient, non-invasive procedures (psychotherapy, acupuncture), surgical interventions or alternative methods of rehabilitation which seek to improve the patient's functional status.
Drug treatment
Nociceptive pain, associated with inflammation, responds to antipyretic analgesics, non-steroidal anti-inflammatory drugs (NSAIDs), opioids.
Non-nociceptive pain, represented by the neuropathic pain, responds to treatment with antiepileptics, antipsychotics, and pain of psychogenic nature responds to treatment with antidepressants.
The WHO analgesic "ladder" provides the stepwise treatment depending on pain intensity. Pain is classified according to the intensity measured on a numerical or descriptive visual analogue scale (VAS) in mild pain (VAS 1-3), moderate (VAS 4-6) and severe (VAS 7-10). Each group resulting from this classification corresponds to a class of drugs that should be used to ensure the effective treatment of pain.
For mild pain, non-opioid analgesics should be used (NSAIDs and paracetamol). For moderate pain class II opioids will be used (codeine, dihydrocodeine, tramadol, dextropropoxyphene, pentazocine -but not all of these drugs are indicated in the treatment of pain). For severe pain, class III opioids (which include morphine, oxycodone, methadone, fentanyl, hydromorphone, buprenorphine, pethidine or heroin) are indicated.
Neoplastic pain is a special category. In the case of these pain syndromes three types of drugs can be used: pure agonists, represented by morphine and succinates; pure antagonists such as naloxone and naltrexone; or agonists -antagonists, this category comprising pentazocine-fortral.
If pain is semi-responsive to opioids, on each of the three steps of the WHO analgesic ladder, one can use, along with analgesics and co-analgesics, drugs that, as first intention, are not antalgic but which, added to an antalgic drug, potentiate its effect.
The analgesic "ladder" also provides how to combine analgesics. Thus, class II and III drugs will never combine because they have the same mechanism of action. The binding to opioid receptors makes it possible for class I drugs to combine with any drug of the other two classes. The transition from one class to the next is made if the patient's pain is not controlled using the analgesic of that class at the maximum dose. In class I -mild to moderate pain -Paracetamol, Ibuprofen, Piroxicam, etc. are used, but Algocalmin is no longer administered. In the cases unresponsive to these NSAIDs, weak opioids from the range of DH Codeine and Tramadol can be administered. In class II -intense to unbearable pain -strong opioids like Morphine or Fentanyl are directly used.
In chronic pain, the medullary, peridural neurostimulation can also be applied.
The neuropathic psychogenic component of pain responds to anticonvulsant and antidepressant therapy. Psychiatric treatment is useful in treating chronic pain.
Opioid analgesics are indicated in: cancerous or non-cancerous chronic pain; severe acute pain; preoperatively, to lower doses of postoperative analgesics; nociceptive pain (due to tissue destruction, postoperative pain) neuropathic pain (trigeminal neuralgia, post-thrombotic neuralgia), but with variable results 4, 5, [25] [26] [27] [28] [29] .
Surgical therapy
Depending on the trigger cause, the surgical treatment of painful cervico-facial syndromes may consist of: cryosurgery, differential thermocoagulation of Gasser's ganglion or gangliolysis radicotomy. Classic surgery (the resection of the sphenopalatine ganglion in Sluder's syndrome, the resection of the internal maxillary artery in atypical neuralgias, the resection of the middle meningeal artery in rebel migrains, the resection of the superior maxillary nerve in the painful facial tic or facial neuralgias that occur after dental avulsions) or neurosurgical therapy (for endocranial and spine lesions) are alternative treatment methods, in case of failure of other therapies.
Adjuvant therapy
The adjuvant therapy of pain, such as balneophysiotherapy, kinesitherapy, hypnosis and antihypnosis, behavioural therapy, associeted or not with vitamin B-complex supplements, may be considered especially in cases where the medical or surgical treatment has not had the expected results or has had some contraindications.
Acupuncture can be used as an adjuvant method in trigeminal neuralgias 30 . Anesthetic blockages are used in vascular algias -novocaine periarterial infiltrations -and in spasmodic rhinopathy, rhinogenic headaches -intramucosal nasal blockage with 1% novocaine solutions.
Cognitive behavioural therapy, through specific methods of education, self-education and self-control through biofeedback, is done in order to reduce the background of anxiety and depression that often accompanies pain, especially chronic pain.
Pain therapy involves strategies that intervene in the processes of reception, transmission or projection of the painful sensitivity.
Complementary or alternative therapies of pain act on several levels to combat this suffering by using motion techniques (antalgic kinetotherapy), some physical factors and cognitive-behavioural psychological means.
If for pains of inflammatory origin the pharmacological arsenal is satisfactory, for neuropathic pains the results are only partially satisfactory despite the many pharmacological agents used.
It is paramount that treating pain does not rule out the resolution of the cause.
Psychological (sometimes psychiatric) behavioural cognitive therapy, when properly mastered, can greatly contribute to the correct management of pain [31] [32] [33] [34] .
CONCLUSIONS
Cervico-facial pain is part of a pain syndrome of diverse etiology, belonging to several specialties related to this anatomic region, the syndrome presenting an acute or chronic character that often results in differential diagnosis.
Knowing the etiopathogenic mechanisms of cervico-facial pain is useful in specifying the therapeutic protocol. The clinical and paraclinical diagnosis confirms both the type of lesion and the mechanism of producing painful manifestations.
The treatment proposed is individualized for each case, often requiring a multidisciplinary approach, with the application of therapeutic schemes according to the guidelines of National and International Algesiology Societies.
